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Volume 53, Number 17S Abstracts 81Stected cells from peroxynitrite injury. In contrast, statins, at
doses that caused apoptosis (5.80.9% versus control
1.10.6%, p0.003), reduced expression of Hsp75 and
SVV, and induced depolarization. Knockdown of Hsp-75
decreased MMP and sensitized VSMC to peroxynitrite,
whereas overexpression of Hsp-75 increased MMP and
protected cells from mitochondrial depolarization.
Conclusions: These data suggest that an organelle-
specific Hsp chaperone complex regulates VSMC survival
by control of mitochondrial membrane integrity. This cy-
toprotective mitochondrial network may be a relevant mo-
lecular target for modulation of the vascular injury re-
sponse.
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Objectives: Chronic kidney disease (CKD) triggers the
development of neointimal hyperplasia (NIH) and calcifi-
cation in arteriovenous fistulas (AVF), thus contributing to
AVF failure. There is strong evidence that vitamin K-de-
pendent proteins are involved in these pathophysiological
events and it has been shown, that CKD patients suffer
from vitamin-K2-deficiency. The aim of this study was to
assess the impact of a perioperative vitamin K2 administra-
tion on AVF remodelling and maturation in a validated
uraemia AVF rat model.
Methods: CKD was induced with an adenine rich diet.
AVFs were microsurgically created in the femoral vessels.
Adenine fed animals were either fed with vitamin K2 sup-
plemented food pre- and postoperatively (preventive
Group 1) or immediately after the operation (therapeutic
Group 2). A third CKD group (Group 3) was postopera-
tively fed with normal diet. Group 4 was fed preoperatively
with normal diet and postoperatively with diet supple-
mented with vitamin K2. Animals were sacrificed on days
21, 42 and 63 for histological and immunohistochemical
analyses of the AVFs and the contralateral femoral vessels.
Results: Groups 1 and 2 presented a significant reduc-
tion (p0.0002) up to 40% of the NIH formation in the
fistula vein, compared to Group 3. Significant has been the peduction of the calcification of Groups 1 and
(p0.0001) after administration of vitamin K2, com-
ared to Groups 3 and 4. The shrinking of the media of
roups 1 and 2 because of myofibroblast migration to the
ntima has been likewise significantly reduced (p0.0001)
ompared to Group 3 .
Conclusions: The results of the current study clearly
emonstrate that a preventive or therapeutic vitamin K2
dministration, effectively prevents both calcification
nd neointimal hyperplasia in fistula veins of rats with
KD.
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otch Activation Induces Endothelial Cell Senescence
nd Pro-Inflammatory Response: Implication of Notch
ignaling in Atherosclerosis
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Objectives: Since Notch is essential to vascular devel-
pment, we sought to determine the biologic effect of
otch signaling on mature human endothelial cells (EC)
nd to investigate a potential link between Notch signaling
nd Atherosclerosis.
Methods: Given that EC senescence and vascular in-
ammation are features of Atherosclerosis, we utilized in
itro loss-and-gain of function approaches to evaluate the
ole of Notch signaling in inducing secretion of pro-inflam-
atory cytokines and EC senescence. Human and murine
rterial samples were evaluated for Notch expression.
otch gene profile was studied in 1179 human blood
amples (from patients concurrently phenotyped for CAD
y cardiac catherization). Genotyping was performed using
he Affymetrix Genome-Wide Human SNP Array 6.0.
Results:TheNotch pathway was significantly activated
n aged but not young human EC. Enforced Notch signal-
ng activation resulted in EC senescence and induced sig-
ificantly higher expression of several molecules implicated
n the inflammatory response (IL-6, IL-8, IL-1, RAN-
ES, ICAM-1). Upregulated cytokines were specifically
esponsible for mediating leukocytes transendothelial mi-
ration. Several Notch pathway components were upregu-
ated in EC at atherosclerotic lesions from human and
ouse arteries. Genetic association analysis detected signif-
cant interactions between Single Nucleotide Polymor-
hisms (SNPs) inNotch andNotch-target genes [Notch3 x
